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REMARKS 

The application was filed with claims 1-14. Claims 3-4, 6, 8-9, and 12-13 were canceled 
by previous amendment. No claims have been canceled herein. New dependent claims 15-16 
have been added herein. As the number of pending independent claims and total claims does not 
exceed the number of claims at filing, no additional claims fees are believed due. Therefore, 
claims 1-2, 5, 7, 10-11, and 14-16 are pending. Claim 1 has been amended herein. 

Claim Amendments and New Claims 

Claim 1 has been amended to recite, inter alia, "A controlled release system, consisting 
essentially of 4-10 wt% of temozolomide and biodegradable polyanhydrides." No new matter 
has been added by this amendment. Support for this amendment can be found throughout the 
specification and specifically at, for example, paragraphs 6, 7, 9-13, 15, and 16-21, and examples 
1-8, which exemplify the preparation of the claimed controlled release system. 

New claims 15 and 16 have been added and respectively recite, inter alia, wherein the 
resultant controlled release system consists essentially of temozolomide and biodegradable 
polyanhydrides. No new matter has been added by this amendment. Support for this 
amendment can be found throughout the specification and specifically at, for example, claim 1. 

Claim Rejections under 35 U.S.C. §103 

As an initial matter, the Office Action has made no rejections under 35 U.S.C. § 102, 
thereby indicating that the claims are novel. Thus, the sole remaining issue concerns the 
nonobviousness of the pending claims. The Office Action has rejected Claims 1, 2, 5, 7, 10, 11, 
and 14, as allegedly being obvious over the combination of US2002/0 128228 (hereafter "Dl"), 
in view of US 6,086,908 (hereafter "D2") and US 6,753,014 (hereafter "D3"). 

• Claims 1-2 and 5 - "controlled release system" 

Claims 1-2 and 5 are directed to a controlled release system, consisting essentially of 4- 
10 wt% of temozolomide and biodegradable polyanhydrides, wherein the controlled release 
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system releases temozolomide for a period ranging from 6 hours to 4 weeks in vivo. The Office 
Action has rejected these claims as allegedly obvious over Dl in view D2 and/or D3. Applicant 
respectfully disagrees with this rejection for at least four reasons: (1) the cited references fail to 
teach all recited elements of claims 1-2 and 5; (2) Dl teaches that thalidomide is necessary and 
thus teaches away from compositions and methods without thalidomide; (3) modification of the 
teachings within Dl as suggested by the Office Action would change the principle of operation 
of Dl; and (4) modification of the teachings within Dl as suggested by the Office Action would 
render Dl unsatisfactory for its intended purpose. 

o None of the cited references teach or suggest a controlled release system, 
consisting essentially of temozolomide and biodegradable polyanhydrides 

A legally sufficient prima facie obviousness rejection requires that the Office Action 
prove that the prior art reference (or references when combined) teach or suggest all the claim 
limitations . MPEP § 2142. The cited combination of references does not disclose each and 
every element recited in claims 1-2 and 5: these claims each recite, inter alia, the element of 
"consisting essentially of 4-10 wt% of temozolomide and biodegradable polyanhydrides." The 
transitional phrase "consisting essentially of limits the scope of a claim to the specified 
materials or steps "and those that do not materially affect the basic and novel characteristic(s)" of 
the claimed invention. MPEP § 21 1 1.03 (citing In re Hen, 537 F.2d 549, 551-52, 190 USPQ 
461, 463 (CCPA 1976)). Certainly, thalidomide would undoubtedly materially affect the basic 
and novel characteristics of a temozolomide composition. 1 

Thus, Dl does not teach or suggest this recited element. To the contrary, all teachings 
within Dl are directed to a combination of temozolomide with thalidomide. There is absolutely 
no contemplation within that reference that a system can be prepared without thalidomide. In 



1 According to Dl, thalidomide has potent pharmaceutical effects (e.g.. treatment of leprosy, chronic graft-vs- 
host disease, rheumatoid arthritis, sarcoidosis, several inflammatory skin diseases, and inflammatory bowel disease) 
and is also known to have severe tetragenic effects (i.e., administration to pregnant women can cause birth defects). 
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fact, the central idea of the Dl patent application publication is "[I]t is believed that thalidomide 
exhibits antiangiogenic activity and other biological modulatory effects that may provide 
additive or synergistic antitumor effects when given concurrently with temozolomide. In 
particular, thalidomide has the potential to enhance the therapeutic efficacy of temozolomide 
when both are administered on an extended continuous schedule." Dl at pages 6-7, [0054]. As 
such, thalidomide is present in all Dl compositions and methods. Therefore, Dl fails to teach or 
suggest at least the recited element of "consisting essentially of 4-10 wt% of temozolomide and 
biodegradable polyanhydrides." Neither D2 nor D3 remedies this deficiency. 

Thus, for this reason alone, no prima facie case of obviousness has been made, and 
withdrawal of this rejection is requested. 

o Dl teaches that thalidomide is necessary and thus teaches away from 
compositions and methods without thalidomide 

Further, Dl expressly teaches away from omitting thalidomide. Specifically, every single 
example in Dl is directed to a combination of temozolomide with thalidomide. 2 In fact, Dl goes 

2 The abstract of Dl only mentions compositions comprising temozolomide and thalidomide and a particular 
composition comprises temozolomide, or a pharmaceutically acceptable salt, solvate or clathrate thereof, and 
thalidomide or a pharmaceutically acceptable salt, solvate or clathrate thereof. The abstract of Dl then concerns 
methods of preventing or treating cancer by administration of temozolomide and thalidomide and another anti- 
cancer drug. At last, the abstract of Dl concerns methods of reducing or avoiding adverse side effects associated 
with administration of cancer chemotherapy or radiation therapy which comprise the administration of 
temozolomide and thalidomide. Claims 1 or 2 of Dl asks for a method of treating primary cancer or metastatic 
cancer respectively, which comprises administering a therapeutically effective amount of temozolomide and a 
therapeutically effective amount of thalidomide. Claim 22 of Dl asks for a method of reducing or preventing an 
adverse effect associated with administration of temozolomide, which comprises administering an amount of 
temozolomide and thalidomide. Claim 38 of Dl asks for a kit for use in the treatment of cancer which comprises a 
dosage form of temozolomide or a pharmaceutically acceptable prodmg, salt, solvate, hydrate, or clathrate thereof, 
and a dosage form of thalidomide, or a pharmaceutically acceptable prodrug, salt, solvate, hydrate, or clathrate 
thereof. Claim 40 of Dl asks for a pharmaceutical composition for treating or preventing primary or metastatic 
cancer comprising a therapeutically effective amount of temozolomide and a therapeutically effective amount of 

(continued...) 
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so far as to state that "This invention encompasses pharmaceutical compositions, pharmaceutical 
dosage forms and kits for treating or preventing cancer with temozolomide and thalidomide." 
Dl at page 4, [0036]. It is well-established that a prior art reference must be considered in its 
entirety, including disclosures that teach away from the claims. MPEP § 2141.02(VI). Here, Dl 
provides no examples without thalidomide. Accordingly, one of skill in the art would not 
understand Dl as teaching or suggesting any compositions or methods without thalidomide (e.g., 
a controlled release system consisting essentially of temozolomide and biodegradable 
polyanhydrides). 

Based upon this reason alone, Applicant asserts that no prima facie case of obviousness 
has been made, and withdrawal of this rejection is requested. 

o Removal of thalidomide from the Dl compositions would change the principle 
of operation of Dl 

Even further, because the D 1 reference teaches that combining thalidomide with 
temozolomide is necessary for operability of its compositions and methods, removal of 
thalidomide (e.g., providing a controlled release system consisting essentially of temozolomide 
and biodegradable polyanhydrides) would change the principle of operation of Dl . That is, Dl 
contends that thalidomide exhibits antiangiogenic activity and other biological modulatory 
effects that may provide additive or synergistic antitumor effects when given concurrently with 
temozolomide. Dl at pages 6-7, [0054]. Said another way, without thalidomide, the resultant 
compositions would not provide the additive or synergistic antitumor effects observed when 



(...continued) 

thalidomide. Claim 41 of Dl asks for a method of increasing the dosage of temozolomide that can be safely and 
effectively administered to a patient, which comprises administering an amount of thalidomide, or a 
pharmaceutically acceptable prodrug, salt, solvate, hydrate, or clathrate thereof, that is sufficient to reduce a dose- 
limiting adverse effect associated with the temozolomide. Claim 43 of Dl asks for a method of reducing or 
preventing an adverse effect associated with the administration of thalidomide, which comprises administering an 
amount of thalidomide and temozolomide. 
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thalidomide is given concurrently with temozolomide. Accordingly, one of skill would not have 
been motivated to remove thalidomide, and such compositions and methods would be 
nonobvious. MPEP § 2143.01(VI) ("If the proposed modification or combination of the prior art 
would change the principle of operation of the prior art invention being modified, then the 
teachings of the references are not sufficient to render the claims prima facie obvious.")- For this 
reason alone, no prima facie case of obviousness has been made, and Applicant respectfully 
requests withdrawal of the rejection. 

o Removal of thalidomide from the Dl compositions would render Dl 
unsatisfactory for its intended purpose 

Further still, removal of thalidomide from the compositions and methods of Dl would 
render Dl unsatisfactory for its intended purpose. That is, without thalidomide, the resultant 
compositions would not improve the efficacy of either drug when used alone against cancer or to 
improve the tolerability of either drug or perhaps other chemotherapeutic or radiation therapies 
for cancer, as asserted by Dl. Dl at pages 6-7, [0054]. Moreover, without thalidomide, the 
resultant compositions would not lessen the severity of certain dose-limiting toxicities of certain 
anti-cancer drugs, as asserted by Dl. Id. Accordingly, one of skill would not have been 
motivated to remove thalidomide, and such compositions and methods would be nonobvious. 
MPEP § 2143.01(V) ("If proposed modification would render the prior art invention being 
modified unsatisfactory for its intended purpose, then there is no suggestion or motivation to 
make the proposed modification."). Based upon this reason alone, Applicant asserts that no 
prima facie case of obviousness has been made, and withdrawal of this rejection is requested. 

• Claims 7 and 10 - "process of preparing temozolomide controlled release tablets" 

Claims 7 and 10 are directed to a process of preparing temozolomide controlled release 
tablets, comprising: a. Dissolving the polyanhydrides in a solvent to give a solution of 
polyanhydrides; b. Dispersing temolozomide in or mixing temolozomide with the solution of 
polyanhydrides to produce a mixture of polyanhydrides and temolozomide; c. Spray-drying the 
mixture of polyanhydrides and temolozomide to obtain microspheres; and d. Tabletting the 
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microspheres to obtain implantable tablets; wherein the controlled release system releases 
temozolomide for a period ranging from 6 hours to 4 weeks in vivo. The Office Action has 
rejected these claims as allegedly obvious over Dl in view D2 and/or D3. Applicant respectfully 
disagrees with this rejection at least because, in a manner similar to the controlled release system 
claims, the Office Action has not set forth as prima facie obviousness rejection. Specifically, the 
cited references fail to teach all recited elements of claims 7 and 10. 

As admitted by the Office Action, Dl does not teach a method of making controlled 
release tablets with polyanhydrides, as recited in the pending claims. Instead, the Action looks to 
D2 and D3 to remedy this deficiency: 

D2 relates to implants consisting of a core and layers arranged concentrically around it. 
D2 does not mention temozolomide at all. Thus, D2 is totally silent on a controlled release 
formulation comprising temozolomide and a process for producing the same. Moreover, D2 
only teaches a method of making implants involving solidification of pharmaceutical substances 
that are dissolved or suspended in the melt. The implants are then prepared by compression. 
There is no mention of spray-drying, as recited in the claims. Because D2 fails to provide the 
element missing from Dl (e.g., spray-drying), the combination of Dl and D2 does not teach or 
suggest all the claim limitations and, thus, cannot support a legally sufficient prima facie 
obviousness rejection. MPEP § 2142. 

D3 relates to a method of making stable sustained release tablets. Like D2, D3 does not 
mention temozolomide throughout the specification at all. Thus, D3 is totally silent on a 
controlled release formulation comprising temozolomide and a process for producing the same. 
Also similar to D2, D3 does not teach a method of spray-drying; instead, D3 teaches spray- 
freezing. In fact, D3 teaches away from using spray-drying in that such a technique may 
deteriorate sensitive pharmaceutical substances. D3 at column 2, lines 36-39. Because D3 does 
not disclose the element missing from Dl (e.g., spray-drying) - and, in fact, teaches away from 
the use of that element - the combination of Dl and D3 does not teach or suggest all the claim 
limitations and, thus, cannot support a legally sufficient prima facie obviousness rejection. 
MPEP § 2142. 
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Moreover, because neither D2 nor D3 individually manages to supply the missing 
element of Dl (i.e., spray-drying), it is axiomatic that D2 and D3 together fail to supply the 
missing element of Dl. Therefore, the combination of Dl, D2, and D3 does not teach or suggest 
all the claim limitations and, thus, cannot support a legally sufficient prima facie obviousness 
rejection. MPEP § 2142. 

For at least this reason, Applicant respectfully requests withdrawal of this rejection. 

With respect to new claim 15, Applicant respectfully points out that this claim 
incorporates the elements recited in claim 7. As such, the above arguments in support of the 
nonobviousness of claims 7 and 10 are also applicable to new claim 15. Further, claim 15 also 
recites the element of "wherein the resultant controlled release system consists essentially of 
temozolomide and biodegradable polyanhydrides." Thus, the above arguments in support of the 
nonobviousness of claims 1-2 and 5 are also applicable to new claim 15. 

• Claims 11 and 14 - "process of preparing temozolomide controlled release tablets" 

Claims 1 1 and 14 are directed to a process of preparing temozolomide controlled release 
tablets, comprising: a. Dissolving the polyanhydrides in a solvent to give a solution of 
polyanhydrides; b. Adding temolozomide into the solution of polyanhydrides and ultrasonic- 
emulsifying the resultant solution to obtain a first emulsion; c. Mixing the first emulsion with 
polyvinyl alcohol (PVA), followed by evaporating the solvent to obtain hard microspheres; d. 
Eliminating PVA and residual solvent by washing with water to obtain microspheres; and e. 
Tabletting the microspheres to obtain implantable tablets; wherein said controlled release system 
releases temozolomide for a period ranging from 6 hours to 4 weeks in vivo. The Office Action 
has rejected these claims as allegedly obvious over Dl in view D2 and/or D3. Applicant 
respectfully disagrees with this rejection at least because, in a manner similar to the controlled 
release system claims, the Office Action has not set forth as prima facie obviousness rejection. 
Specifically, the cited references fail to teach all recited elements of claims 1 1 and 14. 

As admitted by the Office Action, Dl does not teach a method of making controlled 
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release tablets with polyanhydrides, as recited in the pending claims. Likewise, D2 fails to teach 
this element in that it only teaches solidification and compression. There is no mention of 
emulsifying, as recited in the claims. Because D2 fails to provide the element missing from Dl 
(e.g., emulsifying), the combination of Dl and D2 does not teach or suggest all the claim 
limitations and, thus, cannot support a legally sufficient prima facie obviousness rejection. 
MPEP § 2142. In the same way, D3 fails to teach emulsifying. Rather, D3 teaches away from 
emulsifying in that emulsification techniques are limited to lipophilic drugs, thereby restricting 
which drugs can be used. D3 at column 2, lines 47-50. D3 also contends that solvent toxicity 
(e.g., methylene chloride) is also a disadvantage of emulsification techniques. D3 at column 2, 
lines 50-52. Because D3 does not disclose the element missing from Dl (e.g., emulsifying) - 
and, in fact, teaches away from the use of that element - the combination of Dl and D3 does not 
teach or suggest all the claim limitations and, thus, cannot support a legally sufficient prima facie 
obviousness rejection. MPEP § 2142. Moreover, because neither D2 nor D3 individually 
manages to supply the missing element of Dl (i.e., emulsifying), it is axiomatic that D2 and D3 
together fail to supply the missing element of Dl. Therefore, the combination of Dl, D2, and D3 
does not teach or suggest all the claim limitations and, thus, cannot support a legally sufficient 
prima facie obviousness rejection. MPEP § 2142. For at least this reason, Applicant respectfully 
requests withdrawal of this rejection. 

With respect to new claim 16, Applicant respectfully points out that this claim 
incorporates the elements recited in claim 11. As such, the above arguments in support of the 
nonobviousness of claims 11 and 14 are also applicable to new claim 16. Further, claim 16 also 
recites the element of "wherein the resultant controlled release system consists essentially of 
temozolomide and biodegradable polyanhydrides." Thus, the above arguments in support of the 
nonobviousness of claims 1-2 and 5 are also applicable to new claim 16. 

• Other matters 

Applicant notes that the Office Action alleges that the cited references - in particular Dl 
- teaches or suggests controlled release dosage forms having release rates up to 75 mg/m 2 /d of 
temolozomide for up to 12 weeks. Office Action at page 2. Applicant respectfully disagrees 
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with this characterization of Dl. 

Paragraphs [0109] and [01 12]-[01 15] of Dl relate to oral dosage forms, instead of 
delayed release dosage forms, which are generally described in paragraphs [01 17]-[01 19], as 
pointed out in Applicant's response dated March 3, 2010. Therefore, the Office Action relies on 
continuous intravenous and/or oral dosages to obtain the amount of drugs in the delayed release 
dosage forms. 3 It is the Applicant's position that continuous intravenous and/or oral dosage 
forms are obviously not the same things as delayed release dosage forms or controlled release 
dosage forms. Accordingly, one of skill in the art would not look to disclosure of continuous 
intravenous and/or oral dosages as the basis for determining the amount of drug released in a 
delayed release dosage forms or a controlled release dosage form. 



3 Regarding 75 mg/m 2 /d, the applicant can only identify the following records in the description and claims: 
Temozolomide was administered at 75 mg/m 2 /d continuously for 6 weeks, followed by a 2 week break, with 
continuous daily administration of thalidomide. Thalidomide was administered at an initial dose of 200 mg/d with a 
dose escalation of 100 mg/d at 2 week intervals to a maximum dose of 400 mg/day. See I ixample 4 at [0141]. 
Temozolomide was administered at four dose levels consisting of 50 mg/nr/d for 6 weeks followed by a 4-week rest 
period, and 75 mg/m 2 /d for weeks followed by rest periods of 4, 3, or 2 weeks. See Example 5 at [0143]. Patients in 
Levels 2, 3 and 4 were administered temozolomide at a dose of 75 mg/nr/d for 6 weeks followed, respectively, by 
breaks of 4, 3 or 2 weeks. See Example 5 at [0144]. The method according to claim 1 or 2, wherein the 
temozolomide, or pharmaceutically acceptable prodrug, salt, solvate, hydrate, or clathrate thereof, is administered in 
an amount of about 75 mg/m 2 /d. See claim 11. In all of these teachings, the method of administration is oral, 
intravenous, or unspecified. In no example is a controlled release dosage form disclosed. 
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CONCLUSION 

In light of the above amendments and remarks, the claims are believed to be allowable, 
and Applicants respectfully request notification of same. The Examiner is invited and 
encouraged to directly contact the undersigned if such contact may enhance the efficient 
prosecution of the application to issuance. 

A three-month shortened statutory period was set for response, nominally ending 
September 21, 2010. Therefore, this paper is timely. No fee is believed due with this 
submission; however, the Commissioner is hereby authorized to charge any deficiency or credit 
any overpayment to Deposit Account No. 14-0629. 

Respectfully submitted, 

/ D. Brian Shortell / 

D. Brian Shortell, JD, PhD 
Registration No. 56,020 

Ballard Spahr LLP 
Customer Number 23859 
(678) 420-9300 Phone 
(678) 420-9301 Fax 

Certificate of EFS-WEB Transmission Under 37 C.F.R. § 1.8 

I hereby certify that this correspondence - including any items indicated as attached, enclosed, or included - is 
being transmitted by EFS-WEB on the date indicated below. 

/ D. Brian Shortell / August 20, 2010 

D. Brian Shortell, JD, PhD Date 
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